A comparative evaluation was performed on the micro-and macrocomplement fixation (CF) greater cross-reactivity than coccidioidin. Fourfold changes in titer in either direction are considered significant indicators of disease progression or regression.
The complement fixation (CF) test is the most widely used serological procedure in medical mycology. Properly performed, it can yield information of diagnostic and prognostic value. In the Fungus Immunology Unit of the Center for Disease Control, a standardized Laboratory Branch Complement Fixation (LBCF) test (5) is used to obtain presumptive evidence for a diagnosis of blastomycosis, coccidioidomycosis, or histoplasmosis (4) . To accomplish this, each serum from a patient suspected of having a systemic mycotic infection is titrated against each of four optimally diluted antigens (2) . For greater cross-reactivity than coccidioidin. Fourfold changes in titer in either direction are considered significant indicators of disease progression or regression.
In 1965, growth of our serological services prompted us to evaluate the microadaptation of the LBCF test (5) . Its patential advantages would be the savings resulting from use of smaller volumes of reagents and disposable microplates and the ease and speed of titrating two serum specimens against four antigens on each plate. The goal of the present study was to determine whether the results obtained by the macro-and microprocedures were comparable and to ascertain the within-run and day-to-day reproducibility of the microtest with the four fungus antigens.
MATERIALS AND METHODS
Human sera. Nine hundred and thirty-seven sera from suspected and culturally proven cases of blastomycosis, coccidioidomycosis, and histoplasmosis were coded and tested in groups by the macro-and micro-CF tests. The sera were not selected but were tested as they were received by the diagnostic laboratory; consequently, a large number of negative specimens was encountered.
Antigens From the data, it is apparent that there is an overall correlation between macro-and microtiters. The "scatter" of microtiters in most instances is within the expected range of reproducibility (±1 dilution) for the test. In general, macrotiters tend to be somewhat higher than microtiters, particularly with high titered sera. However, 2 to 8% of the sera that were macronegative had low positive microtiters. These percentages were significantly greater than the percentages (0.3 to 2.4%) of sera that were micro-negative and macro-positive. Table 5 summarizes the relationship of macroand microtiters for each of the four tests. Only sera with at least one positive titer (macro or micro) are included in this table to avoid the predominance of double-negative sera in some tests. From the data shown, it is evident that the relationship of macro-and microtiters for the four tests is similar. Except for tests with the yeast-form antigens, microtiters were, on the average, significantly higher than macrotiters. This is due almost entirely to sera that had negative macrotiters and positive microtiters. With higher titered sera, the microtiters tend to be lower than the macrotiters. Microtiters were within -1 dilution of the macrotiters of 83 to 93 % of the sera. Our studies indicate that results obtained by the microtest are comparable to those obtained by the macroprocedure. With the four fungus antigens, 83 to 93% of the microtiters were within one dilution of the macrotiters. In general, with low serum dilutions (1:8 and 1:16), the microtiters were, on the average, higher than the macrotiters. This result appeared to have been due primarily to sera that were negative in the macrotest and positive in the microtest. On the other hand, with the high titered sera, macrotiters were slightly higher than microtiters. However, the number of these discrepancies was insignificant, and, from a practical point of view, the results obtained by the micro-and macro-LBCF tests were similar. Consequently, the diagnostic and prognostic interpretations of these tests are similar. The micro-LBCF test was found to have a high level of reproducibility seldom achieved in many other routine serological tests. Because of the demonstrated ease, economy, accuracy, sensitivity, and reproducibility of the micro-LBCF test, we urge that all laboratories consider adopting this procedure. Reagents for these tests are available from various sources.
